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Maintaining an 
Acidic Barrier
Perturbations in pH of the 
naturally acidic stratum corneum 
(SC) in disease and aging 
result in impaired epidermal 
functions. Using a mouse model 
of hapten-induced atopic 
dermatitis (AD), Hatano and 
colleagues found that reduction 
of SC pH following polyhydroxyl 
acid (PHA) treatment did 
not prevent or reverse the 
abnormalities in these animals; 
however, maintenance of this 
acidic pH during the 3-week 
hapten challenge prevented 
the emergence of AD features, 
including T 2–dominant 
inflammation and decreased 
antimicrobial peptide expression. 
Future studies will focus on 
the use of PHAs to improve 
epidermal barrier function in AD 
patients and the development 
of acidic buffered vehicles for 
currently approved topical AD 
treatments. See page 1824
Upward Trend
In an analysis of almost 
300 million person-years 
of observation from the 
Surveillance, Epidemiology, 
and End Results program data 
from 1994 to 2002, Linos and 
colleagues identified a continued 
rise in new cases of malignant 
melanoma in non-Hispanic 
whites in the United States. 
Some researchers contend that 
the rapid rises in melanoma 
incidence stem directly from 
greater UV radiation exposure; 
others argue that the trends 
result merely from increased 
surveillance and diagnosis. The 
identified increase in thicker, 
more deadly tumors implies 
that the rate increase cannot be 
attributed entirely to increased 
surveillance. See page 1666
An Important “Perp”etrator
Autoantibodies against desmoglein 3 (DSG3) 
have been implicated in the pathogenesis of 
pemphigus vulgaris (PV); however, the resultant 
disruption of cell–cell adhesion and blistering is 
not understood. Nguyen and colleagues exam-
ined the role of Perp, a recently identified protein 
critical for proper assembly/maintenance of des-
mosomes, in PV. Perp, which colocalized with 
DSG3 and plakoglobin at the membrane, moved 
to endosomal and lysosomal compartments for 
degradation following PV antibody treatment. 
Results from Perp-deficient mice indicated that, 
through its role in adhesion, Perp normally pro-
tects against the effects of PV autoantibodies. Future manipulation of this factor may 
offer a means to improve the clinical features of PV. See page 1710
The Difference Between A and B
The tumor suppressor p53 regulates apoptosis 
via both transcription-dependent and -inde-
pendent mechanisms. Wäster and Öllinger 
demonstrated apoptosis via the intrinsic or 
mitochondrial pathway in melanocytes fol-
lowing both UVA and UVB irradiation. UVA 
radiation, which is poorly absorbed by DNA 
but generates major oxidative stress, resulted 
in p53 translocation to the mitochondria and 
subsequent mitochondrial membrane per-
meabilization. On the other hand, UVB radia-
tion, which directly damages DNA structure, 
induced p53 translocation to the nucleus and 
facilitated apoptosis via lysosomal membrane permeabilization. See page 1769
Another Cup of Joe
Nonmelanoma skin cancer results from 
UV-induced DNA damage. Interestingly, 
caffeine promotes apoptosis of 
UV-damaged cells in mice. Heffernan 
and colleagues extended these findings 
to primary human keratinocytes, which 
exhibited caffeine-induced apoptosis via 
inhibition of the cell cycle checkpoint 
ataxia–telangiectasia and Rad3-related 
pathway. Apoptosis occurred in a largely 
p53-independent manner, which is criti-
cal because this tumor suppressor is fre-
quently mutated in these skin cancer cells. 
These results are promising for future skin cancer prevention and are in accord with 
epidemiological studies that have linked coffee and tea consumption with lower 
rates of nonmelanoma skin cancer. See page 1805
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